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ABSTRACT

Introduction: Benign Familial Pemphigus (Hailey-Hailey Disease [HHD]) is a rare chronic condition, with treatments focusing on manag-
ing disease symptoms.

Case Presentation: \We present a case of a 72-year-old female with refractory HHD. Despite management with standard HHD treat-
ments, such as antibiotics and corticosteroids, the patient’s flares persisted. She was started on ruxolitinib 1.5% cream, with improved
symptoms.

Discussion: This case demonstrates the difficulties a patient with refractory HHD may experience, and the significance of exploring

novel treatment options to improve disease response and patient quality of life.
Conclusion: Ruxolitinib may be an effective treatment option for HHD management, but further investigation is necessary.

J Drugs Dermatol. 2025;24(11):1141-1143. doi:10.36849/JDD.9351

enign Familial Pemphigus (Hailey-Hailey Disease
B [HHD]) is caused by a mutation within ATP2C1, the

gene encoding the calcium pump of golgi apparatuses,
impacting keratinocytes’ ability to adhere to each other, resulting
in acantholysis.” Clinical presentation of HHD encompasses
blisters that become erythematous plaques and fissures within
flexural areas on a relapsing basis. There is no current cure
for HHD, so treatments focus on therapeutic management of
disease flares and symptoms. Common approaches include
topical corticosteroids and antimicrobials for superimposed
infections. The authors present a case of ruxolitinib cream, a
Janus kinase (JAK) inhibitor, used as a novel treatment for HHD.

CASE REPORT

A 72-year-old female presented to the clinic for evaluation
and management of previously diagnosed HHD. Symptoms
began in her twenties with pruritic plaques, followed by
blisters in the inframammary region, axilla, waist, and inguinal
creases that would crust over and develop post-inflammatory
hyperpigmentation. Pruritus would last approximately 1 to 2
weeks and resolve after approximately 1 month. In her mid-30s,
a dermatologist treated her with Grenz ray, emitting radiation
shown to reduce Langerhans cells. The Grenz ray was used
intermittently for several decades until it lost efficacy. Since
then, she has had numerous episodes that have incapacitated
her, reporting a severe lack of self-confidence that prohibited her
from attending social engagements and made leaving the house
increasingly difficult.
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Subsequently, she was prescribed hydrocortisone and
antibiotics, which were unsuccessful. Upon visiting the clinic,
she endorsed regular flares on her inframammary region
(Figure 1), interscapular back (Figure 2), neck, and chest (Figure
3,4). Treatment began with clobetasol ointment twice a day
as needed (BID PRN), which proved to be minimally effective.

FIGURE 1. Blistering lesions in the inframammary region.
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FIGURE 3. Pruritic crusted plaques on the neck and chest.

FIGURE 4. Pruritic crusted plaques on the neck and chest.

She then started ruxolitinib 1.5% cream BID for 1 week, which
improved the plaques and fissures. Currently, the patient uses
ruxolitinib cream for flares with continual efficacy.

DISCUSSION

The standard treatment for HHD commonly includes antibiotics,
such as tetracyclines, to combat the risk of superinfection by
Staphylococcus aureus within disease lesions. However,
prolonged antibiotic use can contribute to resistance, which
exacerbates refractory HHD cases. Ruxolitinib may prevent or
minimize recurrence of lesions that allow bacterial colonization.

Ruxolitinib, a topical JAK inhibitor, targets the JAK-1 and JAK-
2 enzymes and downregulates the Th2 inflammatory response
by preventing cytokine signaling involving interleukin (IL)-4,
IL-13, and IL-31.2 Additionally, topical ruxolitinib inhibits JAK-
dependent IFN, IL-6, IL-2 and epidermal growth factor receptor
signaling, and enhances gene expression linked to wound
healing and tissue homeostasis.®* ATP2C1, the gene mutated
in HHD, is downregulated by IL-6 in keratinocytes.* Therefore,
inhibition of IL:6 may promote ATP2C1 expression within cells
with functional gene copies.

Though approved for mild to moderate eczema and
nonsegmental vitiligo, ruxolitinib has not yet been indicated for
HHD. Case reports have demonstrated successful management
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of HHD with oral JAK inhibitors such as upadacitinib and
tofacitinib, and dupilumab, a humanized monoclonal antibody.>8
A separate report discussed dupilumab used in conjunction with
topical ruxolitinib.® However, while one letter to the editor has
previously described successful use of only topical ruxolitinib
for the treatment of HHD, this is, to our knowledge, the first
comprehensive patient presentation of such occurrence.™

Other treatment modalities considered for refractory HHD
include laser ablation and radiation therapy. CO, laser, Er:-YAG
laser, and Grenz ray therapy are relatively safe and potentially
effective options.""® However, in the case of our patient, Grenz
ray laser eventually became ineffective. Therefore, it must be
noted that the efficacy of therapies is heavily patient-dependent.

Oral monoclonal antibodies and certain JAK inhibitors, such
as upadacitinib, may lead to a broader possibility of adverse
effects due to systemic absorption. Reported effects include
headache, nausea, and upper respiratory tract infections (URlIs).
However, topical ruxolitinib has less reported frequency of
nasopharyngitis and URIs due to relatively low bioavailability.™

HHD presents with painful fissures within plaques thatcommonly
occur in flexural areas, prone to friction, heat, and sweating
that exacerbate the presence of lesions and cause irritation.
Therefore, patients with HHD may be limited in physical activity
due to pain or avoidance of exacerbation, leading to suboptimal
quality of life. Overall, patients with dermatological conditions
tend to have lower levels of happiness and increased risk for
depression.”™ A review of the German national registry revealed
that 39.77% of HHD patients view their lives as severely or very
severely affected and report overall mediocre satisfaction with
life. Additionally, 84.1% of patients with HHD desired pain relief,
76.1% desired a normal daily life, and 67.1% desired engaging
in normal leisure activities.'® Overall, the consequences of
HHD extend beyond discomfort caused by physical symptoms
— patients face a challenge in completing daily activities and
responsibilities. Also, psychological impact based on the
cosmetic appearance of the skin affects patients' clothing
choices and consciousness of physical appearance.

CONCLUSION

HHD is a chronic condition that can be detrimental to quality of
life, especially in cases refractory to standard treatment. Topical
JAK inhibitors have been a treatment of interest for such cases.
The localized anti-inflammatory effects of these medications,
such as ruxolitinib 1.5% cream, may provide an effective,
alternative option for patients to effectively treat the disease.
As HHD is an incurable, relapsing/remitting condition in which
treatment response may be heavily patient-dependent, there is
a need for further studies to explore the potential of including
novel, effective therapies into the standard of care.
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